
.

●-&

October 8, 1999

Dockets Management Branch
Food and Drug Administration
Room 1061
Department of Health and Human Services
5630 Fishers Lane
Rockville, MD 20857

Dear Sir/Madam:

Mikart, Incorporated, respectfid]y submits the enclosed Citizen’s Petition, in quadruplicate, for your
review and consideration. If you have any questions concerning this petition, please contact me at
the number and/or address below.

Cerie B. McDonald ‘
President
Mikart, Incorporated

Enclosures

LY?l
Mikart, Inc. “ pharmaceutical Manufacturers

175o Chattahoochee Avenue ● Atlanta, Georgia 30318
404-351-4510 ● Fax 404-350-0432
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October 8, 1999

Dockets Management Branch
Food and Drug Administration
Department of Health and Human Services
Room 1061
5630 Fishers Lane
Rockville, MD 20857

CITIZEN’S PETITION

The undersigned, Mikart, Incorporated, submits this petition under21 CFR 314.122 of the Federal
Food, Drug, and Cosmetic Act to request the Commissioner of Food and Drugs to determine whether
Carbinoxamine Maleate 4 mg/5 cc Elixir (NDA 8-955) was withdrawn from sale for reasons of
safety and effectiveness.

A. ACTION REQUESTED

The Petitioner requests that the Commissioner of Food and Drugs amend the List of Drug Products
Suitable for Abbreviated New Drug Applications (1998), and Supplement Ten (1999), to include the
drug Carbinoxamine Maleate Elixir (4 mg per 5 cc).

B. STATEMENT OF GROUNDS

The above drug product meets the criteria for ANDA approval under 505(j) (2) (A) & (c) of the
Federal Food, Drug and Cosmetic Act as amended.

The drug product which is the subject of this Petition is deemed similar and related to the previously
approved product Clistin Tablets, 4 mg, and Elixir, 4 mg/5 cc, originally manufactured by McNeil,
now the property of R.W. Johnson. The proposed dosage form is a liquid. This dosage form is
comparable with the dosage form listed in the reference drug. The drug dose is exactly 4 mg as listed
in the reference drug. A copy of the reference listed drug labeling is included in Attachment A.

Proposed labeling for Carbinoxamine Maleate Liquid 4 mg per 5 mL is in Attachment B. A side by
side comparison of labeling can be found in Attachment C.

A previous ruling in response to Docket No. 98-0062 CP 1, a Citizen’s Petition filed by Sage
Pharmaceuticals, is found in Attachment D (63 Federal Register 98 pp. 27986-27987). This decision
dealt with the issue that Carbinoxamine Maleate Tablets USP 4 mg were not withdrawn for reasons
of safety and effectiveness. Given the similarity in the immediate release action of the tablets and
the liquid, the Petitioner respectfully submits this information for review.

For the foregoing reasons, the undersigned requests the Commissioner to grant this Petition and to
authorize submission and approval of an ANDA for a liquid form of Carbinoxamine Maleate (4 mg
per 5 mL).

Mikart, lnc, “ pharmaceutical Manufacturers
1750 Chattahoochee Avenue ● Atlanta, Georgia 30318

404-351-4510 ● Fax 404-350-0432
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Page 2

c. ENVIRONMENTAL IMPACT

The Petitioner claims an exemption under 25.24 (c)(l). The product which is the subject of the
Petition is similar and related to drug products that are already being marketed, and there is no
reason to conclude that marketing of such an additional drug will cause significant environmental
effects.

D. ECONOMIC IMPACT

This information will be submitted on request of the Commissioner.

E. CERTIFICATION

The undersigned certifies that, to the best knowledge and belief of the undersigned, this Petition
includes all information and views on which the Petition relies, and that it includes representative
data and information known to the Petitioner that are unfavorable to the Petition.

Cerie B. McDonald
President
Mikart, Incorporated
1750 Chattahoochee Avenue, N.W.
Atlanta, Georgia 30318
(404) 351-4510

Mikart, Inc. “ pharmaceutical Manufacturers
1750 Chattahoochee Avenue ● Atlanta, Georgia 30318

404-351-4510 ● Fax 404-350-0432
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Carbinoxamine Maleate Liquid 4 mg per 5 mL

Rx Only

Code 000000
Rev. 10/99

DESCRIPTION:
Each 5 rnL (1 Teaspoon) of liquid contains:

CarbinoxamineMaleate . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 4 mg

Carbinoxamine Maleate (2-[p-Ch10ro-a-[2 -(dimethylmino)ethoxy] bewyl]p@dine maleate) is a
potent and distinctive antihistaminic compound. It has the following structural formula:

MW = 406.87

CLINICAL PHARMACOLOGY
Carbinoxamine maleate possesses HIantihistaminicactivityandmild~ticholinewic~d sedative
effects. Serum half-life for Carbinoxamine is estimated to be 10 to 20 hours. Virtually no intact
drug is excreted in the urine.

CONTRAINDICATIONS
Patients with hypersensitivity or idiosyncrasy to any ingredients, patients taking MAO (monoamine
oxidase) inhibitors, patients with narrow-angle glaucoma, urinary retention, severe hypertension,
peptic ulcer, or coronary artery disease, or patients undergoing an asthmatic attack.

ACTION
Antihistaminic.

INDICATIONS AND USAGE
Carbinoxamine Maleate is especially useful in the symptomatic treatment of allergic disorders such
as seasonal and perennial allergic rhinitis, urticaria, minor drug reactions, and pruritic skin
conditions.

PRECAUTIONS
General
Use with caution in patients with hypertension, heart disease, asthma, hyperthyroidism, increased
intraocular pressure, diabetes mellitus, and prostatic hypertrophy.

Information for Patients
Avoid alcohol, and other CNS depressants while taking this product. Patients sensitive to
antihistamines may experience moderate to severe drowsiness.
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WARNINGS
Use with caution in patients with hypertension, heart disease, asthma, hyperthyroidism, prostatic
hypertrophy, increased intraocular pressure, diabetes mellitus and prostatic hypertrophy.

Drug Interactions
Antihistamines may enhance the effects of tricyclic antidepressants, barbiturates, alcohol, and other
CNS depressants. MAO inhibitors prolong and intensify the anticholinergic effects of
antihistamines.

Carcinogenesis, Mutagenesis, Impairment of Fertility
No data are available on the long-term potential of the components of the product for carcinogenesis,
mutagenesis, or impairment of fertility in animals or humans.

Pregnancy
Category C
Animal reproduction studies have not been conducted with this product. It is also not known
whether this product can cause fetal harm when administered to a pregnant woman or affect
reproduction capacity. Give to pregnant women only if clearly needed.

Nursing Mothers
Small amounts of antihistamines are excreted in breast milk. Because of the higher risk of
intolerance of antihistamines in small infants generally, and in newborns and premature in
particular, this product is contraindicated in nursing mothers. Also, antihistamines may inhibit
lactation because of their anticholinergic effects.

Pediatric Use
The use of this drug is not recommended in newborn or premature infants because this age group
has an increased susceptibility to anticholinergic side effects such as central nervous system (CNS)
excitation, and an increased tendency toward convulsions. In infants and children, antihistamines
in overdosage may cause hallucinations, convulsions, or death. This product is not recommended
for children under 6 years of age. As in adults, antihistamines may diminish mental alertness in
children. In young children in particular, they may produce excitation. In older children taking
antihistamines, a paradoxical reaction characterized by hyperexcitability may occur.

Geriatric Use
Confision, dizziness, sedation, hypotension, hyperexcitability, and anticholinergic side effects, such
as dryness of month and urinary retention (especially in males), maybe more likely to occur in
geriatric patients taking antihistamines.

ADVERSE REACTIONS
Antihistamines: Sedation, dizziness, diplopia, vomiting, diarrhea, dry mouth, headache, nervousness,
nausea, anorexia, heartburn, weakness, polyuria and dysuria and rarely, excitability in children.

Side effects are rare and are mild when they occur. As with any antihistaminic preparation, an
occasional patient may note some drowsiness. If a sensitivity reaction occurs, use of the drug should
be discontinued.

OVERDOSAGE
Should antihistamine effects predominate, central action constitutes the greatest danger. In small
children, symptoms include excitation, hallucination, ataxia, incoordination tremors, flushed face
and fever. Convulsions, fixed and dilated pupils, coma, and death may occur in severe cases. In
adults fever and flushing are uncommon; excitement leading to convulsions and physical clepression
is often preceded by drowsiness and coma. Respiration is usually not seriously depressed, blood



pressure is usually stable. ~-–—–=ddsympathomimetic symptoms predo ‘-nate, central effects include
restlessness, dizziness, tremor, hyperactive reflexes, talkativeness, irritability and insomnia.
Cardiovascular and renal effects include difficulty in micturition, headache, flushing palpitation,
cardiac arrhythmias, hypertension with subsequent, hypotension and circulatory collapse.
Gastrointestinal effects include dry mouth, metallic taste, anorexia, nausea, vomiting, diarrhea and
abdominal cramps.

Treatment
Evacuate stomach as condition warrants. Activated charcoal may be useful. Maintain a
nonstimulating environment. Monitor cardiovascular status. Do not give stimulants. Reduce fever
with cool sponging. Support respiration. Use sedatives or anticonvulsants to control CNS excitation
and convulsions. Physostigmine may reverse anticholinergic symptoms.

DOSAGE AND ADMINISTRATION

-uQ=&s-
1 to 2 tsp. (5 -lOmL) Given t.i.d. or q.i.d.
t.i.d or q.i.d. 1/2 tsp. 1/2 to 1 tsp. 1 tsp.

(2.5 mL) (2.5 -5 mL) (5 mL)

t.i.d. = three times a day mL = milliliter
q.i.d. = four times a day tsp. = teaspoon

Carbinoxamine maleate is well tolerated in doses as high as 24 mg daily, in divided doses, over
prolonged periods. On the other hand, some patients respond to as little as 4 mg. Consequently,
dosage should be based on the severity of the condition and the responses of the patient.

HOW SUPPLIED

Carbinoxamine Maleate Liquid (4 mg per 5 mL) containing Carbinoxamine Maleate 4 mg per 5
mL is a clear, colorless liquid supplied in 1 oz. bottles, 4 oz. bottles, and 16 oz. bottles.

Storage: Store at controlled room temperature 150- 30 °(590-860F).

KEEP THIS DRUG AND ALL DRUGS OUT OF THE REACH OF CHILDREN

Dispensing: Dispense in tight, light-resistant container with a child-resistant closure.

Rev. 10/99

Manufactured by:
MIKART, INC.

Atlanta, GA 30318

Code 000000
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SIDE BY SIDE INSE~ LABELING COMPARISON OF T- REFERENCE DRUG
CLISTIN, AND CARBINOXAMINE MALEATE LIQUMJ 4 MG PER 5 ML

1. The reference listed drug states “Tablets/Elixir/Tablets R-A Clistin (Carbinoxamine
Maleate)”. Mikart’s proposed drug states “Carbinoxamine Maleate Liquid 4 mg per 5 mL”.

2. The reference listed drug states “Single dose forms: each 5 cc (1 teaspoonful) of the
dark red Elixir (Alcohol 7%) contains Clistin (Carb~noxamine Maleate) 4 mg”. Mikart’s
proposed drug states “Each 5 mL (1 teaspoon) of liquid contains (Carbinoxamine Maleate)
4 mg”.

3. The reference listed drug has “Caution: Federal Law prohibits dispensing without
Prescription”. Mikart’s proposed drug states “Rx only”.

4. Clinical Section

The reference listed drug states “Usually low Incidence of side effects-Clinical results
indicate exceptional safety and a very low incidence of drowsiness”. Mikart’s proposed drug
states “Carbinoxamine maleate possesses HI antihistaminic activity and mild anticholinergic
and sedative effects. Serum half-life for Carbinoxamine is estimated to be 10 to 20 hours.
Virtually no intact drug is excreted in the urine”.

5. The reference listed drug does not contain any of the following sections:

- General Precautions

- Information for Patients

- Warnings

- Drug Interactions

- Carcinogenesis, Mutagenesis, Impairment of Fertility

- Pregnancy

- Nursing Mothers

- Pediatric Use

- Geriatric Use

- Overdosage & Treatment

- KEEP THIS DRUG AND ALL DRUGS OUT OF THE REACH OF CHILDREN

- Storage

- Dispensing

6. The reference listed drug has pictures of dosage forms. Mikart’s proposed drug product
does not have any pictures of dosage forms.



A n,= -.

7. The proposed drug dOtX have a” Manufactured by” statement. The reference listed dmg
does not have a “Manufactured by” statement.

8. The proposed drug has a code and a revision date. The reference listed drug does not
have a code or a revision date.

9. The reference listed drug has “Antihistaminic” at the beginning of the insert. The
proposed insert does not have “Antihistaminic” at the beginning of the insert.

10. The reference listed drug does not have a structure for Carbinoxamine Maleate. The
proposed insert has a structure for Carbinoxamine Maleate.



SIDE BY SIDE COMPAR?” ON BETWEEN CLISTIN AND CARB”T.OXAMINE MALEATE
4MGPER5ML
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Eoch 5 mL I I Ta.spoon) oiliquid conrains:

Cxbinoxmme Maiexe 4 mS

Cabmowmnc ).[aiexe (2- p-( ~loro-c-[:-(dime!hylmino)ethoxy]be~i]p~dine malare) is ,
potent M dmmcti~ e mmhlsmminic compound. 1[has tbe following snucruml formulx

@
MW’ = 406.s7

CLINIC.UPHAR\LACOLOGY
C.ubinommne mdeae possesses H, umhiswminic Jcnwly md mild znncholinergic and sedxite
effects. Serum hjjf. [ife <WCu+mnoxwnine Mesnm~ted 10be 10 to 20 hou~. Virluaily no intact
dmg Mexcreted in ihe urine.

COXTR\IXDIC.\TIO%S
?xlents $v,thbymrsen~m~(V or !dios>~cras.ym my mgredicnts. patmm :aking MO Imonoamine
owdme) ,nh!b!tors, px!cn[s with narrow.mgle jaucom~ urinwy re!etmon. severe h>~enenslon.
pepuc ulc.x, or coronary ~ery disease. or pmmtsunder~oms m asdmmtic attack,

.ACTION

.Muhlsmrmmc

lNDIC.kTIONS LWD L’S,AGE
Carbmo~mmw !,Mexe ISt%pecmlly,uehd tn :he s>mpmmmc tremment ofallergc disordem such
u :easonai Jnd permm,d dkryc rhimtis. urnmrm. mmor dms rextlons, md pmnuc skin
condlllons.

PREC.\UTIOSS
General
Use with cw[io” m patients w!th hy-penension, hem disexe. whm~ hyperth>midism. Increased
inlmocuiar pressure, Jlbetes mcllirus. md pmsraric hyTemrophy

lnformarion for P3tients
.J.votd alcohol, md mher CM LJeprcssmm while !Aan~ this y’oduct. Patients $ensmve ?O
UNlhlstammm may expenmcc moderxe 10se~ere dmwsmess.
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SIDE BY SIDE COMPARISON BETWEEN CLISTTN AND C) “_BINOXAMINE MALEATE
4 MG PER 5 ML
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(%)\VAR.W[SCS
- L’sewith catmrm m palicnts with h>~ertensmn. [hewtdisease. =thmt. hypenhyroidism. prosmhc

h}penroph>, ,ncrmsed tnmmcular pressure, Jabetcs mellims and prosta!!c hypertrophy.

@ Dr.gfnte:actio.s,
Am)h!s:mmnesm+ mhancc the etTec!sof mcychc zmdepressmts. barbmuxes, alcohol. md other
CNS depress.mts. MAO !nhibttors prolong and lntenstfy the rumcholinergic et_fects of
m!lhls[ amines.

o5 Carcittocenesis, 11.ta~enesis, Impairment of Fertility
vo dat~Ue avwlable o“ [he Iong,-mm po[enud of[he componems O(!he product for mrcmogenesls,
mutajjencsm or Impmrtnem of fcn!li[> in mlmals or humans.

MM;W..,. and %w+bomb w ~ W ~& W - Wk w C,l;g!wy-c

z=&SS’2z8”&-%!13R%Szh4%2S2Sa

Ammai reproduction studies have not been conducmd WI[b this product. h is also not known
wheiher Ibis product cm cause fetal %rm when timlntstered :0 J pregult womm tor ~ffec[
reproducuon cxpacIv Give m pregmm women only If clearly needed,

@
- .Yursi”g llothers

Small amounts of mt!bmamines m wcreted >!>brezst milk. Because of the bl~her risk of
mmlemnce M’mtihistamines in small infants gencmily, and in newborns and premxures m
pat’uculx, :hls producr IScontramdicxed n ?ursin~ mo$hm-s. .Aiso.muhlsmnnnes may \nAibit
lactation becouse of fhetr mticholinergic ctTecls.

~ Pediatric Iw
~ The use oflhu dmg is not recommended in newborn or premature mimns because !his age group
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has m mcrem,edsuscepnbdity 10atnwnulinergc >Idecifecls such JS ccnrml nem’oussystem ICM)
excl[anon, and m mcre~ed tendency toward convulsions. In )nfmrs md chi[drcn. muhm~mmes
m overdosage may cause ballucmauons. convulshxts, ,>rdcwh. This product )s not recommended
for ch!ldrmt under 6 years o~JL& .1s in xduhs. .umhxstam!rtes may Jimlmsh memd alerlness m
ch!idren. in youns children m ptuncular, {hey m+’ produce cxcilwm in older children :nking
mtihismuncs. a pamdox!cal reacrmn chamcwnmd by hyperexc!ub(lity may occur

Geriatric Use
Conhsion. Jmziness. seda!]on, hflmcnsron. hypcrexclrab!licy.md mncholinersic side effem. such
s JIYII:SSof ,mon!b md urinary rewn!!on [especmily >nmales>. maybe more I!kely 10occur !n
genamc patients mkmg muhlstammes.

-iDVERSE RJACTIOYS
.An[thismmines Sedmion. tlizzmcss. Jiplopla, romirm$ diarrk. @ mouth, heldache, nervousness,
nausez. morex!a. kmbum, weakness. polyuna and d>suna md rarely, c~c!t~b!llty m children

Side cffec:s m rare Jnd we rmld when they occur. .4s WI]? w mtihlstamlnlc preparxion. m
occasmnd pmlencmay no!e some dmwsmess. If a sensluvily rmcl:on occurs use of the dmg should
be discormnued.

OVERDOS+CE
Should Jnnh! stam!ne Jfect$ predommtte. cctnrd Jccion cansuuues [he $rea!est Jmger [n small
chlldrcn, symploms ;nclude cxc!muon. hzdluclnimcm,.lta\]a, incoordm.mon memors. flushed face
and fcwr. ~-on~ulsIons, fixed mtd dilated PUDIIS.coma ~nd death may ,occurIn severe cases [n
~duhs tcvcr ULI!lthng Ue mcommon; c~cltemimt !mhng 10con%’ursmnsfid ph>swd depreswon
IS oflcmFrmcdcd by drowsuwss md comx Rspmmton ISusuall> nol scnouslj depressed, blood



SIDE BY SIDE COMPAR?,Q~N BETWEEN CLISTIN AND CAR-8pTPxAM~ MALEATE
4MGPER5ML

WbOm-kll, m$ lAQ. ilk. .
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pressure N usually smble Should sympathomlmet!c symptoms predommale. centnd effects include
restlessness. diz.mness, tremor, hypemctive retlcxes. mlk~u?cness. imlabil it? ~d msOmnia.
Cmimvascular md renal eifec!s include difficulty in mwrun[iOn. h~~d~che. flushing PalPita!lOn.
cmhac .urh>’Ihmms, hypcnensmn wl!h >ubsequem, h~o!enslon md c!rculato~ collapse.
Gzsmmesund etTeccsinclude dry mourh. mctalhc mstc. morexm, nausea, vommn% Jiambea ad
~bdommd cramps.

Treatment
Evacuate stomach = condition wm-mn!s. .Axlvared charcoal may be useful. Maintain a
nonscimulatm~ en\,lmnment. Monl[or cardlovasculw status. Do nor give Wmulmm. Reduce fever
with cool sponging. Suppcm respiration. [;se sedah%es or mtlconvulsams m control CM excitation
.md convulsions Physosugmme may reverse xmcholinertjc symptoms.

DOSACE \ND \Dl$IIxISTFL\TIOY

Chikclmlt
Adults UW. U-

[to2wp.15-10mL) Given I.I.LLor q.i.d.
L.i.dorq.i.d. IC [Sp. I(:tollsp,

(2.5 tmL) (2.5 -5 mL)

Li,d. = three limes I day mL = mlllil!rer
q.!.d. = four umes a @ tsp = texpoon

Qw.f4n.

I tsp.
(5 mL)

Cwbinoxaminc maleaw is well tolerxed in doses as Iuxh u 24 m~ Jmly, in diwded doses, over
prolonged periods. On Ihc other hind. ;ome patiems respond lo as little M 4 mg. Consequently,
dosage should be based on the seventy of the condition md the responses of the patien!.

HOW SL-PPLIED

C.ubinoxmme ‘vla[exe L!quld f.1m~ per Z rnL) containing C~rbmommine WleXe .l mg per 5
mL Ma clear, COMCSSIiqu!d supplied :n I oz. bortles, 4 oz. bottles. .uul 16 oz. bottles.

Storage: Store ~t controlled room tempermure 15. 30”[59-86 F)

KEEP THIS DRUG ..LvD ALL DRCGS OLIT OF THEREACHOFCHILDREN

Q Dispensing: Dispense in tight. ;Ight-reslslan! container ‘.wthz chiki-rcsisluu closure.

m
Llmuiactured by
\llK.\RT, lXC.

Code lIOf1000
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withdrawn from sale for reasons of safety or effectiveness before an

ANDA that refers to that listed drug may be approved
(Sec. 314.161(a)(l) (21 CFR 314.161(a)(l))). FDA may not approve an

ANDA that does not refer to a listed drug.
In a citizen petition dated January 22, 1998 (Docket No. 98P-0062/

CP1), submitted in accordance with 21 CFR 314.122, Sage Pharmaceuticals
requested that the agency determine whether carbinoxamine maleate
(Clistin<Register>) 4-mg immediate-release tablets were withdrawn from
sale for reasons of safety or effectiveness. Carbinoxamine maleate

(Clistin<Register>) 4-mg immediate-release tablets were the subject of
approved NDA 8-915.\l\ On

[[Page 279871]

January 26, 1993, the R. W. Johnson Pharmaceutical Research Institute
notified FDA in writing that carbinoxamine maleate (Clistin<Register>)
4-mg immediate-release tablets were no longer being marketed under NDA
8-915 and requested the withdrawal of that application. FDA complied

and announced the withdrawal of approval for NDA 8-915 in the Federal
Register of March 2, 1994 (59 FR 9989) .
---- ---- ---- ----- ---- ---- ---- ----- ---- ---- ---- ---- ---- --- ---- ---- ------ ----

\l\ NDA 8-915 also covered Clistin<Register> R-A, a controlled-

release form of carbinoxamine maleate tablets. In the Federal
Register of July 29, 1983 (48 FR 34514), FDA withdrew approval of

NDA 8-915 as it pertained to Clistine<Register> R-A because no
person submitted bioavailability data showing that the product was
effective as a controlled-release dosage form.
------- ----- ----- ------ ------ ----- ----— _____ _____ ----- ----- ----- ------ -----

FDA has reviewed its records and, under Sec. 314.161, has

determined that carbinoxamine maleate 4-mg immediate-release tablets
were not withdrawn from sale for reasons of safety or effectiveness.

Accordingly, the agency will maintain carbinoxamine maleate 4-mg
immediate-release tablets in the “Discontinued Drug Product List’ ‘
section of the Orange Book. The “Discontinued Drug Product List’ ‘

identifies, among other items, drug products that have been

discontinued from marketing for reasons other than safety or
effectiveness . ANDA’s that refer to carbinoxamine maleate 4-mg
immediate-release tablets may be approved by the agency.

Dated: May 13, 1998.

William K. Hubbard,
Associate Commissioner for Policy Coordination.

[FR DOC. 98-13468 Filed 5-20-98; 8:45 am]
BILLING CODE 4160-01-F

.../getdoc.cgi?IPadfiess=fmais.access.~o.gov&dbnme=l 998_register&docid=98- 13468-fil 10/04/1 999
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[Federal Register: May 21, 1998 (Volume 63, Number 98)1
[Notices]
[Page 27986-27987]
From the Federal Register Online via GPO Access [wais. access.gpo.gov]
[DOCID:fr21my98-117]

---- ---- ------ ---- ------ ---- ---——— -+_- ---- ------ ---- ------- ---- —--—- ---

DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
[Docket No. 98P-0062]

Determination That Carbinoxamine Maleate 4-Milligram Immediate-
Release Tablets Were Not Withdrawn From Sale for Reasons of Safety or
Effectiveness

AGENCY: Food and Drug Administration, HHS.

ACTION: Notice.

SUMMARY: The Food and Drug Administration

carbinoxamine maleate (Clistin<Register>)

---- ------ ----— ---- ----- -----

(FDA) has determined that

4-milligram (mg) immediate-
release tablets were not withdrawn from sale for reasons of safety or

effectiveness. This determination will allow FDA to approve abbreviated

new drug applications (ANDA’s) for carbinoxamine maleate 4-mg
immediate-release tablets.

FOR FURTHER INFORMATION CONTACT: Richard L. Schwartzbard, Center for

Drug Evaluation and Research (HFD-7), Food and Drug Administration,

5600 Fishers Lane, Rockville, MD 20855, 301-594-2041.

SUPPLEMENTARY INFORMATION: In 1984, Congress enacted the Drug Price
Competition and Patent Term Restoration Act of 1984 (Pub. L. 98-417)

(the 1984 amendments), which authorized the approval of duplicate

versions of drug products approved under an ANDA procedure. ANDA
sponsors must, with certain exceptions, show that the drug for which
they are seeking approval contains the same active ingredient in the
same strength and dosage form as the “listed drug, ‘‘ which is a
version of the drug that was previously approved under a new drug

application (NDA) . Sponsors of ANDA’s do not have to repeat the

extensive clinical testing otherwise necessary to gain approval of an
NDA. The only clinical data required in an ANDA are data to show that
the drug that is the subject of the ANDA is bioequivalent to the listed
drug.

The 1984 amendments included what is now section 505(j) (6) of the

Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355(j) (6)), which

requires FDA to publish a list of all approved drugs. FDA publishes
this list as part of the “Approved Drug Products with Therapeutic

Equivalence Evaluations, ‘‘ which is generally known as the “Orange

Book. ‘‘ Under FDA regulations, drugs are withdrawn from the list if the
agency withdraws or suspends approval of the drug’s NDA or ANDA for
reasons of safety or effectiveness, or if FDA determines that the
listed drug was withdrawn from sale for reasons of safety or

effectiveness (21 CFR 314.162) . Regulations also provide that the
agency must make a determination as to whether a listed drug was
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